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Phase 3 comparator-controlied trials, the percentage Of adult patients who developed a 
substantially low platelet count (defined as less than 75% of lower limit of normal and/or 
baseline) was 2. range among studies: 0.3 to 40.0%) with ZYVOX and 1.5% (range among 
studies: 0.4 to 7 with a comparator. In a study of hospitalized pediatric patients ranging 
n - from birth through 11 years, the percentage of patients who developed a substantially 
let cou’ - defined as less than 75% of lower limit of normal and/or baseline) was 
h 3.4% with vancomycin. in an outpatient study of pediatric patients 
aged from 5 through 47) ars, the perc — Of patients who developed a substantially low 
platelet count was 0% with Z¥VOX and 0.4% with cefadroxil. Thrombocytopenia associated 
with the use Of ZYVOX appears to be dependent on duration of therapy, (generally greater 
than 2 weeks of treatment). The platelet counts for most patients returned to the normal 
range/baseline during the follow-up period. No related Clinical adverse events were 
dentified in Phase 3 clinical trials in patients developing thrombocytopenia. Bleeding events 
were identified in thrombocytopenic patients in a compassionate use program for ZYVOX 
the role of linezolid in these events cannot be determined (see WARNINGS). Changes seen in 
other laboratory parameters, without regard to drug relationship, revealed no substantial 
nces between ZYVOX and the comparators. These changes were generally not clinically 
gnificant, did not lead to discontinuation of therapy, and were reversible. The percent of 
ult patients with at least one substantially abnormal hematologic” value in patients treated 
n ZYVOX 400 mg rithromycin 250 mg q12h for uncomplicated skin and skin 
ture infections were as follows: hemoglobin (g/dL) 0.9 and 0.0; platelet count (x 10°/mm 
8; WBC (x 10°/mm?*) 0.2 and 0.6; neutrophils (x 10°/mm?*) 0.0 and 0.2 respectively. The 
cent of adult patients with at least one substantially abnormal hematologic” value in 
spe 600 mg q12h or a comparator’ were as follows: hemoglobin (g 
x 10°/mm*) 3.0 and 1.8; WBC (x 10°/mm*) 2.2 and 1.3 and 
1.2 respectively. The percent of adult patients with at least 
€ substantially abnorma serum chemistry” value in patients treated with ZYVOX 400 mg 
qi2h or clarithromycin 250 mg qi2h for uncomplicated skin and skin structure infections 
/ AST 1.7 and 1.3; ALT (U/L) 1.7 and 1.7; LDH (U/L) 0.2 and 0.2; alkaline 
0.2 lipase ( U/L) 2.8 and 2.6; amylase (U/L) 0.2 and 0.2: total bilirubin 
mg/dL) 0.2 and 0.0; and creatinine (mg/dL) 0.2 and 0.0 respectively 
oa ts with at least one substantially abnormal serum chemistry” 
d with ZYVOX 600 mg q12h or a comparator’ were as follows: AST (U/L 
6 and 9.3; LOH (U/L) 1.8 and 1.5; alkaline phosphatase (U/L) 3.5 and 3.1 
ylase (U/L) 2.4 and 2.0; total bilirubin (mg/dL) 0.9 and 1.1; BUN 
tinine (mg/dL) 0.2 and 0.6 respectively. The percent of pediatric 
e substantially abnormal hematologic* value in patients treated with 
uncomplicated skin and skin structure infections’ were as follows 
0; platelet count (x 10°/mm?*) 0.0 and 0.4; WBC (x 10°/mm*) 0.8 and 
1.2 and 0.8 respectively. The percent of pediatric patients with at 
abnormal hematologic* value in patients treated w ~¥ ZYVOX or 
other indication® were as follo\ ws: hemoglobin (g/dL) 15.7 and 12.4 
12.9 and 13.4; WBC (x 10!/mm®) 12.4 and 10.3 and neutro phils (x 
pectively. The percent of pediatric patients with at least one 
jm chemistry’ value in patients treated with ZYVOX or cefadrox 
tructure infections! were as follows: ALT (U/L) 0.0 and 0.0 
nd creatinine (mg/dL) 0.4 and 0.0 respectively. The percent of 
one substantially abnormal ry’ value in patients 
omycin for any other indication* were as follows: ALT (U/L) 10.1 and 
6.3 and 5.2; and creatinine (mg 
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3; total bilirubin (mg/dL 


and 1.0 respectively. Postmarketing Experience Myelosuppression (including anemia 
leukopenia, pancytopenia, and thrombocytopenia) has been reported during postmarketing 
use Of ZYVOX (see WARNINGS). Peripheral neuropathy, and optic neuropathy sometimes 
progressing to loss of vision. have been reported in patients treated with ZYVOX. Lactic 
acidosis has been reported with the use of ZYVOX (see PRECAUTIONS). Although these reports 
have primarily been in patients treated for longer than the maximum recommended 
duration of 28 days, these events have also been reported in patients receiving shorter 
courses of therapy. Serotonin syndrome has been reported in patients receiving concomitant 
serotonergic agents, including antidepressants such as selective serotonin reuptake 
inhibitors (SSRIs) and ZYVOX (see PRECAUTIONS). Convulsions have been reported with the use 
Of ZYVOX (see PRECAUTIONS). Anaphylaxis, angiodema, and bullous skin disorders such as 
those described as Stevens Johnson syndrome have been reported. These events have been 
chosen for inclusion due to either their seriousness, frequency of reporting, possible causal 
connection to ZYVOX, or a combination of these factors. Because they are reported 
voluntarily from a population of unknown size, estimates of frequency cannot be made and 
Causal relationship cannot be precisely established. OVERDOSAGE in the event of overdosage 
supportive care is advised, with maintenance of glomerular filtration. Hemodialysis may 
facilitate more rapid elimination of linezolid. in a Phase 1 clinical trial, approximately 30% of a 
dose of linezolid was removed during a 3-hour hemodialysis session beginning 3 hours after 
the dose of linezolid was administered. Data are not available for removal of linezolid with 
peritoneal dialysis or hemoperfusion signs Of acute toxicity in animals were 
decreased activity and ataxia in rats and vomiting and tremors in dogs treated with 3000 
mg/kg/day and 2000 mg/kg/day, respec 
MDRSP refers to isolates resistant to 
second-generation cephalosporins 
sulfamethoxazole 
* Comparators included cefpodoxime proxet 
Clarithromycin 250 mg PO q12h; dicloxacil 
19 IV q12h 
The most commonly reported drug-related adverse events leading to discontinuation in 
patients treated with ZYVOX were nausea, headache, diarrhea, and vomiting 
Comparators included cefpodoxime proxetil 200 mg PO q12h —— 19 IV q12h 
dicloxacillin 500 mg PO g6h; oxacillin 2 g IV q6h; vancomycin 1 g IV q12h 
Patients 5 through 11 years of age received ZYVOX 10 ma/kg PO a12h or cefadroxil 15 mg/kg 
PO q12h. Patients 12 years or older r ved ZYVOX 600 ma PO q12h or cefadroxil 500 mg PO 


Clinica 


more of the following antibiotics: penicillin 
macrolides, tetracycline, and trimethoprim, 


200 mg PO ceftriaxone 1 9 IV q12h 
n 500 Omg PO a6h: oxacillin 2 IV vancomycin 


+ Patients from birth through 11 years of age received ZYVOX 10 mg/kg IV/PO a8h or 
vancomycin 10 to 15 mg/kg IV q6-24h, depending on age and renal clearance 
= reports were of ‘red-man syndrome,’ which coded as anaphylaxis 
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